. The concentration at which the butyrate showed the most pronounced activity was 0.1 00 and it was most effective when added prior to the initiation of leucomycin formation. It had no effects on the mycelial growth and consumption of glucose. Considering the difference in the accumulation of leucomycin components between the cultures with and without butyrate, we examined the interconversion between leucomycins Al and A3. As shown in Table 1 , in the control culture, approximately 80% of 14C-leucomycin Al was converted to leucomycin A3, and in the butyratesupplemented culture, the corresponding conversion was reduced to almost 35 %. On the other hand, the conversion of leucomycin A3 to leucomycin Al was not observed. It has been reported in connection with the biosynthetic pathway of platenomycins that the acylation of the lactone ring takes place prior to binding of sugars2). However, it has not been mentioned whether or not the acylation of the aglycone moiety in 16-membered macrolide proceeds via any other mechanisms. In the present study, it was concluded that leucomycin A3 is also formed by the bioconversion of leucomycin Al and the extent of this reaction was reduced by butyrate.
It may be pointed out that butyrate not only serves as a precursor of the aglycone moiety of leucomycins but also acts as a regulatory factor of the bioconversion of leucomycin Al into leucomycin A3. To determine whether butyrate represses or inhibits the bioconversion, mycelia grown in the presence or absence of butyrate were investigated for their ability to convert leucomycin Al to leucomycin A3. In this resting cell system, activity of the de novo synthesis of leucomycin was suppressed by cerulenin3), an inhibitor of /3-ketoacylthioester synthase41. As The culture medium (I) used in this experiment consists of; glucose, 2%; peptone, 0.5%; meat extract, 0.5%; yeast extract, 0.3%; NaCI, 0.5 and CaCO3, 0.3'/.. Butyrate was added at 0.1 of the final concentration at 0 time. Fermentations were carried out on a reciprocal shaker at 27°C in a 500-m1 flask containing 100 ml of the medium.
Leucomycin mixture was assayed spectrophotometrically at OD232 using leucomycin A3 as a standard material. The ratio of leucomycins Al and A3 was determined by FID-TLC (Thinchrograph TFG-10, Iatron Labs.). shown in Table 2 , about 40% of leucomycin AI was converted to leucomycin A3 in the incubation of the washed myclia in the absence of butvrate when the mycelia grown without butyrate were used. The effect of butyrate was not observed in the butyrate-supplemented resting cell incubation. The bioconversion was more likely to be influenced by butyrate in the growing cell culture but seemed unaffected in the resting cell system. It was thus suggested that butyrate represses the enzyme synthesis rather than inhibits the enzyme activity',' of which converts leucomycin A, into leucomycin A3. This role of butyrate could be utilized for the selective production of leucomycin A, or other components which belong to Fr-groups' in leucomycins. S. kitasatoensis 66-14-3 were grown on a medium I, with or without 0.1 % of butyrate at 27°C for 24 hours, after 14C-leucomycin A1(19,000 cpm) or 14C-leucomycin A3(8 ,900 cpm) was supplemented into the culture and the cultivation was continued for an additional 24 hours. Condition of cultivation was as same as the footnote of Fig. 1 . 14C-Leucomycins were obtained from feeding of 0.2 ,uCi/ml of 14C-acetate (54 .9 mCi/mM) into the culture.
Leucomycins A, and A3 were extracted with benzene and separated on alumina TLC from each other. The radioactivity was determined with a liquid scientillation counter in a toluene based scintillant. Resting cells were prepared as follows; S. kitasatoensis 66-14-3 were grown in the medium I with or without 0.1 % of butyrate for 24 hours at 27°C as same as the footnote of Fig. 1 , washed twice with physiological saline and resuspended 2 g wet weight in 10 ml of the solution containing 2 % of glucose, 0.5 % of NaCl and 20 ctg/ml of cerulenin in the presence or absence of 0.1 % of butyrate. The bioconversion was carried out in a 50-m1 test tube containing 10 ml of the suspension for 3 hours at 27°C on a reciprocal shaker.
